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What is claimed is: 

1 . A compound of formula (1) or a pharmaceutically acceptable salt, solvate, acid 
isostere, or hydrolyzable ester thereof; 

HO^C o,^^ 



wherein 

and are independently hydrogen. F. CF3, Ci^alkyl, or and R^ may together 
with the carbon atom to which they are attached form a 3 to 6-membered cycloakyi ring; 
R^ and R^ are independently hydrogen, Ci^alkyl. perfluoroCi^alkyl, -OCi^alkyl, 
10 perfluoroOCi^alkyl, halogen, or cyano; 

R^and R® are independently H. F, CF3, or Ci^alkyl, and the carbon to which R^ and 
R^ are bonded is attached to the benzene ring either meta or para to the depicted oxygen; 
n is 1 or 2; 
y IS 1 or 2; 

15 R® is phenyl or a 5- or 6-membered heteroaryl group, where the phenyl or 

heteroaryl group is optionally substituted with 1, 2. or 3 moieties selected from the group 
consisting of Ci^alkyl, halogen, perfluoroCi^alkyl, OCi^alkyl, perfluoroOCi^alkyl, SCi^alkyi, 
SOaCi^alkyl, S02Ci-3perfluoroalkyl. SOCi^perfluoroalkyl, SOCi^alkyl, perfluoroSCi^alkyl, 
CN, phenyl (optionally substituted with one or two groups selected from halogen, Ci^alkyl, 

20 OCi^alkyl, acetyl, CN, and perfluoroCi^alkyl), and 5- or 6-membered heteroaryl (optionally 
substituted with one group selected from Ci^afkyl, CMcycloalkyI, perfluoroCi^alkyl, NHCi. 
aalkyi, and N(Ci^alkyl)2); and 



moieties selected from the group consisting of halogen, Ci^alkyl, perfluoroCi^alkyl, OC1. 

25 aalkyi, phenyl (optionally substituted with one or two moieties selected from Ci^alkyl, 
halogen. OCi^alkyl, acetyl, CN, OperfIuoroC«alkyl, and perflubroCi^alkyl), 5- or 6- 
membered heteroaryl (optionally substituted with one or two moieties selected from Ci^alkyl, 
halogen, OCi^alkyl, acetyl, CN, and perfluoroCi^alkyl), hydroxyCi^alkyl, C3.7cycloalkyl, 
cyanoCi^alkyl, acetyl, nitro, N(CH3)2. NHR^^ (where R^^ is Ci^alkyl. -C(0)Ci^alkyl, - 

30 C(0)OCi^alkyl, or SO2CH3), piperidin-4-yl (substituted at nitrogen with a moiety selected 
from Ci^alkyl, benzyl, acetyl, C(0)OCi^alkyl, C(0)Obenzyl, C(0)NH2, C(0)NHCi^alkyl, 
SO2CH3), 4-(4-fluorophenyl)piperazin-1-ylmethyl, morpholin-4-ylmethyl, tetrahydrofuran-3-yl. 




5 



0) 



R^ is a 5- or 6-membered heteroaryl group optionally substituted by 1 or 2 
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or two adjacent carbon atoms in the heteroaryl could be substituted to form a benzene ring 
thus forming a fused bicycle and wherein the resulting benzene ring is optionally substituted 
with one or two moieties selected from Ci^alkyl, halogen, and perfluoroCi^alkyl. 

5 2. A compound of Claim 1 wherein and are independently hydrogen or Ci. 

3dlkyl. 

3. A compound according to any preceding claim wherein and R^ are both 
hydrogen or both methyl. 

10 

4. A compound according to any preceding claim wherein R"* and R^ are 
independently hydrogen, Ci^alkyl, perfluoroCi^alkyl, -OCi-salkyI, perfluoroOCi^alkyl, 
halogen, or cyano. 

15 5. A compound according to any preceding claim wherein at least one of R^ and R^ 

are hydrogen 

6. A compound according to any preceding claim wherein one of R^ and R^ is 
hydrogen and the other is not. 

20 

7. A compound according to Claim 6 wherein the one of R"^ and R^ that is not 
hydrogen is ortho to the depicted oxygen. 

8. A compound according to any preceding claim wherein R^ and R® are 
25 independently hydrogen or methyl. 

9. A compound according to any preceding claim wherein R^ and R^ are both 
hydrogen or both methyl. 

30 10. A compound according to any preceding claim wherein y is 1 . 

1 1 . A compound according to any preceding claim wherein R^ is phenyl optionally 
substituted with 1 or 2 moieties selected from the group consisting of F, CI, CF3, OCF3, 5- 
membered nitrogen-containing heteroaryl (optionally substituted with one group selected 
35 from Ci-salkyI, Ca^cycloalkyl, perHuoroCi-salkyl, NHCi^alkyl, and N(Ci^alkyl)2). 
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12- A compound according to any preceding claim wlierein is selected from the 
group consisting of pyrimidlne, pyridine, pyridazlne, pyrazine, 1,2,4-oxadiazole, oxazole, and 
thiazole; and is optionally substituted by a moiety selected from the group consisting of 
halogen, Ci^alkyl. perfluoroCi^alkyl, phenyl (optionally substituted with one or two moieties 
selected from Ci^alkyl, halogen, OCi^alkyl, acetyl, CN, and perfluoroCvaalkyI), 5- or 6- 
membered heteroaryl (optionally substituted with one or two moieties selected from Ci^alkyl, 
halogen, OCi^alkyl, acetyl, CN, and perfluoroCi^alkyl). hydroxyCi^alkyl, and Cwcycloalkyl, 
or may be substituted to form a fused bicycle selected from benzoxazole and 
benzothiazole. 

13. A compound according to any preceding claim wherein R^ is a pyrimidlne or a 
pyridine; and is optionally substituted by a moiety selected from the group consisting of 
halogen, Ci-ealkyI, perfluoroCi^alkyl, phenyl (optionally substituted with one or two moieties 
selected from Ci-aalkyI, halogen. OCi^alkyl, acetyl, CN, and perfluoroCi-aalkyI), 5- or 6- 
membered heteroaryl, hydroxy Ci^alkyl, and Ca-ycycloalkyl. 

14. A compound according to Claim 1 selected from the group consisting of: 
2-(4-{2-[[2,4-Bis(trifIuoromethyl)benzyl](5-ethylpyrimldin-2-yl)amino]ethyl}phenoxy)-^^ 

methylpropanoic acid; 

2-[4-(2-{(5-Ethylpyrimldin-2-yl)[4-(trifluoromethoxy)benzyl]amino}ethyl)phenoxy]-2- 

methylpropanoic acid; 

2.[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethyl)benzyl]amino}ethyl)phenoxy]-2- 

methylpropanoic acid; 

2.[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethyl)benzyl]amino}ethyl)-2- 
methoxyphenoxy]-2-methylpropanoic acid; 

2-[2-Cyano-4-(2-{(5-ethylpyrimidin-2-yl)[4- 
(trifluoromethyl)benzyl]amino}ethyl)phenoxy]-2-methylprQpanoicacid; 

2-[4r(2^(5-Ethylpyrimidin-2-yl)[3-(trifluoromethoxy)benzyl]amino 
methylpropanoic acid; 

2.[4-(2-{(5-Ethylpyrlmidin-2-yl)I4-fluoro-2- 
(trifluoromiethyl)ben2yl]amino}ethyl)phenoxy]-2rmethylpropanoic acid ; 

2-(4-{2-[(4-chlorobenzyl)(5-ethylpyrimidin-2-yl)amino]ethyl}phenoxy)-2- 
methylpropanoic acid; 

2-[4-(2-{(5-ethylpyrimidin-2-yl)[3-(trifluoromethyl)benzyQamino}ethyl)phenoxy]-2- 

methylpropanoic acid; 



164 



wo 03/074495 



PCT/US03/05953 



2-(4-{2-[(5-Ethylpyrimidin-2-yl)(4-fluorobenzyl)amino]ethyl}pheno)cy)^^^ 

methylpropanoic acid; 

[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethyl)benzyl]amino}em^ 

acid; 

2-[4-(24(5-Ethylpyrimidin-2-yl)[4-(5-isopropyl-1,2,4-oxadiazol-3- 
yl)ben2yl]amino}ethyl)phenoxy]-2-methylpropanoic acid; 

[4-(2-{(5-EthyIpyrimidin-2-yl)[4-(trifluoromethoxy)ben2yl]amino}etli^ 

acid; 

[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifIuorometlioxy)benzyl]amIno}et^^ 
propylphenoxy]acetlc add; 

5-Ethyl-/V-{2-[3-propyl-4-(2H4etraazol-5-ylmetlioxy)plienyllethyl}-W^^^ 
(trifluoromethoxy)benzyl]pyrimidln-2-amine; 

2-[4-(2-^(5-Ethylpyrimidin-2-yl)[4-(trifluoromethy l)benzyl]amino}-1 , 1 - 
dimethyletliyl)phenoxy]-2-methylpropanoic acid; 

2-[4-(2-{(5-ethylpyrimidin-2-yl)[4-(trifluoromethoxy)benzyl]amino}- , 1 - 
dimethylethyl)phenoxy]-2-methylpropanoic acid; 

[4.(2-{(5-«thylpyrimidin-2-yl)[4-(trifluorornethoxy)benzyl]amino}-1 , 1 - 
dimethylethyOphenoxyJacetic acid; 

5-ethyl-W-{2-metliyl-2-[4-(2H4etraazol-5-ylmetlioxy)phenyl]propylhW- 
(trifluoromethoxy)benzyl]pyrimidin-2-amine; 

[2-Chloro-4-(2-{(5-ethylpyrimidin-2-yl)[4-(trifluoromethoxy)benzyQ . 1 - 

dlmetliylethyl)phenoxy]acetic add; 

2-[2-ChIoro-4-(2-{(5-ethylpyrimldin-2-yl)[4-(trifIuorometlioxy)benzyl]amin 
dimethyletliyl)phenoxy]-2-methylpropanoic acid; 

2-[4-(2-{(5-Ethylpyrimidin-2-y l)[4-(trifluoromethoxy)benzyllamino}-1 , 1 -dlmethylethyl)- 
2-propylphenoxy]-2-methylpropanoic acid; 

[4-(2-{(5-Etiiylpynmidin-2-yl)[4-(trifluorometho , 1 -dimetliylethyl)-2- 

prbpylphenoxy]acetic acid; 

2-[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethoxy)benzyl]amino}et^ 
^ethylphenoxyi-2-metliylpropanoicacid; 

2-t2-ChloTxMK2-{(5-ethylpyrimidin-2-^ 
(trifluoromethoxy)benzyl]amino}ethyl)phenoxy]-2-methylpropanoic acid; 

2-[4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethoxy)benzyl]amino}ethyl)-^^ 
(trifluoromethyl)phenoxy]-2-methylpropanoic acid; 

I4-(2-{(5-Ethylpyrimidin-2-yl)[4-(trifluoromethoxy)benzyl]amino}ethyl)-2^ 
methylplienoxy]acetic acid; 
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[4-(2-{(5-EthyIpyrimidin-2-yl)[4-(trifluoromethyl)benzyl]amino}ethyO^^^ 
fluorophenoxy]acetic acid; 

[2-Chloro-4-(2-{(5-ethylpyrimidin-2-yl)[4- 
(trlfluoromethoxy)benzyl]amino}ethyl)phenoxy]acetic acid; 

2-[4-(2-{(5-Ethylpyridin-2-yl)[4-(trifluoromethyl)benzyl]amino}ethyl)ph 

methylpropanoic acid; 

2-[4-(2-{(5-Ethylpyridin-2-yl)[4-(trifluoromethoxy)benzyl]amino}etnyl)pheno^^ 

methylpropanoic acid; 

244-(2^(5-lsopropylpyridin-2-yl)[4-(trifluoromethyl)benzyl]amino}etliyl)phenoxy]-2- 

methylpropanoic acid; 

2-[4-(2^(5-lsopropylpyridin-2-yl)[4-(trifluoromethoxy)benzyl]amlno}ethyl)phe^ 
metiiylpropanoic acid; 

2-Methyl-2-[4-(2-{[5-(2,2.2-trifluoroethyl)pyridin-2-yll[4- 
(trifluoromethoxy)benzyi]amino}ethyl)piienoxy]propanoic acid; 

2-[4-(2-{I5-(Hydroxymethyl)pyridin-2-yl][4- 
(trifluoromethoxy)benzyllamino}ethyl)phenoxy]-2-methylpropanoic acid; 

2-[4-(34(5-!sopropylpyridin-2-yl)[4-(trifluoromethoxy)ben2yl]amino}propyl)phenoxyl-2^ 
methylpropanoic acid; 

2-[4-\2-{[4-(2-Chlorophenyl)-1 .3-thiazol-2-yl][4. 
(trifluoromethyl)benzyl]amino}ethyl)phenoxy]-2-methylpropanoic acid; 

2-[4-(2^[4-(3,4-Difluorophenyl)-1,3-thiazol-2-yl][4- 
(trifluoromethyl)benzyl]amlno}ethyl)phenoxy]-2-methylpropanoic acid; 
and pharmaceutically acceptable salts, solvates, acid isosteres, and hydrotyzable esters 
thereof. 

15. A compound according to Claim 1 selected from the group consisting of: 2-[4-(2- 
{(5-ethy Ipy rimidin-2-yl)[4-(trlfluoromethoxy)ben2yllamino}-1 , 1 -dimethylethy l)phenoxy]-2- 
methylpropanoic acid, 2-[4-(2-{[4-(2-ChIorophenyl)-1,3-thia2ol-2-y^^ 
(trifluoromethyl)benzyl]amino}ethyl)phenpxy]-2-methylpropanoic acid, 2-[4-(2-{[4-(3,4- 
Difluorophenyl)-1,3-thiazol-2-yl][4-(trifluoromethyl)ben2yl]amino}ethyl)phenoxyl-2- 
methylpropanoic acid, and pharmaceutically acceptable salts, solvates, acid isosteres, and 
hydrolyzable esters thereof. 

16. A compound of according to Claim 1 wherein and are both hydrogen or 
both methyl; at least one of R^ and R® are hydrogen; R^ and R® are both hydrogen or both 
methyl; y is 1 ; R^ is phenyl optionally substituted with 1 or 2 moieties selected from the 
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group consisting of F. CI. CF3. OCF3, 5-membered nitrogen-containing heteroaryl (optionally 
substituted with one group selected from Ci^alkyl. Ca^cydoalkyl, perfluoroCi^alkyl, NHCt. 
aalkyl, and N(Ci^alkyl)2); and is a thiazole, a pyrimidine, or a pyridine and is optionally 
substituted by a moiety selected from the group consisting of halogen, Ci^alkyl, perfluoroCi- 
5 ealkyl. phenyl (optionally substituted with one or two moieties selected from Ci^alkyl, 
halogen, OCi^alkyl. acetyl. CN. and perfluoroCi-aalkyI), 5- or 6-membered heteroaryl, 
hydroxyCi^alkyl. and Ca-ycycloalkyl. 

17. A compound according to any preceding claim wherein the compound is a 
10 hPPAR agonist. 

18. A method for prevention or treatment of a disease or condition associated with 
one or more of human PPAR alpha, gamma, or delta ("hPPARs") comprising administration 
of a therapeutically effective amount of a compound of Claim 17. 

15 

19. The method of Claim 18 wherein said disease or condition is selected from the 
group consisting of dyslipidemia including associated diabetic dyslipidemia and mixed 
dyslipidemia, syndrome X. heart failure, hypercholesteremia, cardiovascular disease 
including atherosclerosis, arteriosclerosis, and hypertriglyceridemia, type II diabetes mellitus, 

20 type I diabetes, insulin resistance, hyperlipidemia, inflammation, epithelial hyperproliferative 
diseases including eczema and psoriasis and conditions associated with the lung and gut 
and regulation of appetite and food intake in subjects suffering from disorders such as 
obesity, anorexia bulimia, and anorexia nervosa. 

25 20. The method of Claim 18 wherein said disease or condition is selected from the 

group consisting of diabetes and cardiovascular diseases and conditions including 
atherosclerosis, arteriosclerosis, hypertriglyceridemia, and mixed dyslipidemia. 

21. A pharmaceutical composition comprising a compound according to any 
30 preceding claim. « 

22. A compound according to any preceding claim for use in therapy. 

23. Use of a compound according to any preceding claim for the manufacture of a 
35 medicament for the treatment of a hPPAR mediated disease or condition. 
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